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-The MAILING DATE of this communication appears on the cover sheet with the correspondence address 

THE REPLY FILED 29 April 2005 FAILS TO PLACE THIS APPLICATION IN CONDITION FOR ALLOWANCE. 

1. □ The reply was filed after a final rejection, but prior to or on the same day as filing a Notice of Appeal. To avoid abandonment of 

this application, applicant must timely file one of the following replies: (1 ) an amendment, affidavit, or other evidence, which 
places the application in condition for allowance; (2) a Notice of Appeal (with appeal fee) in compliance with 37 CFR 41.31; or 
(3) a Request for Continued Examination (RCE) in compliance with 37 CFR 1.114. The reply must be filed within one of the 
following time periods: 

a) 13 The period for reply expires 3_months from the mailing date of the final rejection. 

b) CD The period for reply expires on: (1 ) the mailing date of this Advisory Action, or (2) the date set forth in the final rejection, whichever is later. In no 

event, however, will the statutory period for reply expire later than SIX MONTHS from the mailing date of the final rejection. 

Examiner Note: If box 1 is checked, check either box (a) or (b). ONLY CHECK BOX (b) WHEN THE FIRST REPLY WAS FILED WITHIN TWO 

MONTHS OF THE FINAL REJ ECTION. See MPEP 706.07(f). 
Extensions of time may be obtained under 37 CFR 1.136(a). The date on which the petition under 37 CFR 1 .136(a) and the appropriate extension fee have 
been filed is the date for purposes of determining the period of extension and the corresponding amount of the fee. The appropriate extension fee under 37 
CFR 1 .1 7(a) is calculated from: (1 ) the expiration date of the shortened statutory period for reply originally set in the final Office action; or (2) as set forth in (b) 
above, if checked. Any reply received by the Office later than three months after the mailing date of the final rejection, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 
NOTICE OF APPEAL 

2. ClThe Notice of Appeal was filed on . A brief in compliance with 37 CFR 41.37 must be filed within two months of the date 

of filing the Notice of Appeal (37 CFR 41 .37(a)), or any extension thereof (37 CFR 41 .37(e)), to avoid dismissal of the appeal. 
Since a Notice of Appeal has been filed, any reply must be filed within the time period set forth in 37 CFR 4137(a). 
AMENDMENTS 

3. □ The proposed amendment(s) filed after a final rejection, but prior to the date of filing a brief, will not be entered because 

(a) \Z\ They raise new issues that would require further consideration and/or search (see NOTE below); 

(b) d They raise the issue of new matter (see NOTE below); 

(c) [ZI They are not deemed to place the application in better form for appeal by materially reducing or simplifying the issues for 

appeal; and/or 

(d) CZl They present additional claims without canceling a corresponding number of finally rejected claims. 

NOTE: . (See 37 CFR 1.116 and 41.33(a)). 

4. □ The amendments are not in compliance with 37 CFR 1.121. See attached Notice of Non-Compliant Amendment (PTOL-324). 

5. □ Applicant's reply has overcome the following rejection(s): . 

6. □ Newly proposed or amended claim(s) would be allowable if submitted in a separate, timely filed amendment canceling 

the non-allowable claim(s). 

7. S For purposes of appeal, the proposed amendment(s): a) □ will not be entered, or b) □ will be entered and an explanation of 

how the new or amended claims would be rejected is provided below or appended. 
The status of the claim(s) is (or will be) as follows: 

Claim(s) allowed: None . / / *T V 

Claim(s) objected to: None . 

Claim(s) rejected: 9. CHRISTINA CHAN 

Claim(s) withdrawn from consideration: None . ^RVISOHV PATE V XAMINER 

AFFIDAVIT OR OTHER EVIDENCE ECHN0LQGY CEN'i ER 1800 

8. □ The affidavit or other evidence filed after a final action, but before or on the date of filing a Notice oT Appeal will not be entered 

because applicant failed to provide a showing of good and sufficient reasons why the affidavit or other evidence is necessary 
and was not earlier presented. See 37 CFR 1.116(e). 

9. □ The affidavit or other evidence filed after the date of filing a Notice of Appeal, but prior to the date of filing a brief, will not be 

entered because the affidavit or other evidence failed to overcome aH rejections under appeal and/or appellant fails to provide a 
showing a good and sufficient reasons why it is necessary and was not earlier presented. See 37 CFR 41.33(d)(1). 

10. □ The affidavit or other evidence is entered. An explanation of the status of the claims after entry is below or attached. 
REQUEST FOR RECONSIDERATION/OTHER 

11. IS The request for reconsideration has been considered but does NOT place the application in condition for allowance because: 

Applicant arguments that Bowes et al method requires separate administration of anti-ICAM-1 antibody and TPA at different 
times, specifically a two houlseparation in administration of the antibody and the antithrombotic agent, would change the 
principle of operation of the primary reference, which would render the Bowes reference inoperable for its intended purpose. 
However, the test for combining references is what the combination of disclosures taken as a whole would suggest to one of 
ordinary skill in the art In this case the teachings of Torchilin et al pertaining to the difficulties in administration of tPA alone 
include necessity of prolonged and continuous administration due to rapid physiologic inactivation far from the site of 
thrombolysis. Panes teach that ICAM-I is constitutivelv expressed on vascular endothelium of the rate and there are significant 
regional differences in magnitude of expression. Mulligan et al teach anti-ICAM-1 mAb IA29 accumulates in the pulmonary 
vasculature, and the teachings of Runge et al indicating success in generating thrombolytic drug tPA that can efficiently 
directed to the site of a thrombus by conjugation in the face of having to solve a similar problem would have led one of ordinary 
skill in the art at the time the invention was made to combine the references to solve a well known problem in the art. The 
strongest rationale for combining reference is a recognition, expressly or implicitly in the prior art or drawn from a convincing 
line of reasoning based on established scientific principles or legal precedent that some advantage or expected beneficial result 
would have been produced by their combination. 

12. □ Note the attached Information Disclosure Statement(s). (PTO/SB/08 or PTO-1449) Paper No(s). 

13. □ Other: . 1, 

2 $^ 
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